Antagonist-type interaction of glucocorticoids with the GABA receptor-coupled chloride channel.
The interaction of glucocorticoids, corticosterone, cortisol and cortisone, and their reduced metabolites with t-[35S]-butyl bicyclo-phosphorothionate (TBPS) binding sites was examined in vitro. At physiologically relevant concentrations glucocorticoids alter TBPS binding in a biphasic manner. At low nanomolar concentrations glucocorticoids potentiate TBPS binding (20-50% above control) and at high nanomolar and micromolar concentrations they slightly reduce it. The enhancement of TBPS binding by glucocorticoids is due to an increase in the apparent affinity and density of TBPS recognition sites and qualitatively resembles the action of bicuculline methiodide, to potentiate TBPS binding (150% above control). These findings suggest that glucocorticoids may play an important role in modulating neuronal excitability via interactions with the GABA receptor/chloride ionophore complex.